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SYNOPSIS METHODS METHODS (continued)

Atopic dermatitis (AD) I1s a chronic, relapsing, and remitting Trial Design: ADORING 1 and 2 Trial Design: ADORING 3 (continued)
inflammatory skin disease characterized by intense pruritus ADORING 1 and ADORING 2 are two identically designed, Phase 3, multicenter (US and Canada), — If disease worsening occurs (defined as a VIGA-AD score
and eczematous lesions that can substantially Impact sleep double-blind, vehicle-controlled randomized trials (Figure 2) >2 [mild]), tapinarof 1% QD will be started and continued
and quality of life' . _ . .
AHatty | B B Following a 30-day screening period, patients aged =2 years old with an vIGA-AD score >3 (moderate until a viGA-AD score ot O {clear) Is achieved
In .the US, approximately 16.5 million adults and 9.6 million to severe) and a percentage body surface area (%BSA) affected of =5-<35% wiill be randomized 2:1 to Treatment and re-treatment will continue until the end
children under the age of 18 years have AD” tapinarof cream 1% QD or vehicle QD for 8 weeks of the study
There is E? need for e.ffl.camous non—§ter0|dal toplcall therapies Figure 2. Trial Design: ADORING 1 and ADORING 2 Endpoints and Statistical Analysis: ADORING 3
for AD without restrictions on duration, extent or site of use _ _ - :
| | o | Double-blind treatment Efficacy Endpoints Safety and tolerability endpoints: Adverse events,
Tapinarof S a novel, first-in-class, small—moleogle topical ) . ‘ (8 weeks) \ f;gmpi;yp?::gicgfepna?i%%'g i patient- and investigator-assessed local tolerability, laboratory
therapeutic aryl hydrocarbon receptor modulating agent Patients with . \ a VIGA-AD score of 0 (clear) or values, vital signs, and physical exams
g apinarof 1% >2- ' ’
(TAMA) in development for the treatment of AD and moderate to severe ADORING 1 21 . ﬂm(fj'{;‘V‘;Srl§'§t8§ioar2db;§eﬁgaed§t : : : _
o | | atopic dermatitis N=~400 Woek 8 Efficacy endpoints include:
psoriasis. Tapinarof has demonstrated efficacy and a (N=800) g ) ’ Secondary efficacy endpoints from
y efficacy i : : - -
remittive effect in Phase 3 clinical trials for the treatment of Aged 52 years* ) . baseline at Week 8: - Cor.np.lete disease clearance: Proportion of patients
plaque psoriasis: PSOARING 1 (NCT03956355), PSOARING JIGA-AD™ score >3' | | ADORING 2 ¢ i, {  Tapinarof 1% QD roportion wiho achieve =75% achieving VIGA-AD of 0 (clear)
2 (NCT03983980), and PSOARING 3 (NCT04053387) BSA =5%-<35% N=400 | , Severity Index (EASI75) — Remittive effect: Duration of efficacy maintenance,
\. J \ / Mean change in %BSA affected

- £ - - - - VIGA-AD of O (clear) or 1 (almost clear) while off therapy,
TaplnarOf SpeCIflca”y blnds to and aCt|VateS the aryl *A minimum of approximately 15% of patients will be enrolled into each of the following age groups: 2-6 years, 7-11 years, 12-17 years, and Proportlon who achieve =30% py

. >18 years. Adults (=18 years) will i i f imately 20% of enrolled patients. "Patients with a VIGA-AD fa( ) improvement in EASI (EASI90) T=\Vi ' - —
hydrocarbon receptor (AhR), a ligand-dependent e e o st 1o o oo Aot o o Bt i o S GAAD s e oo agod 212 after achieving complete disease clearance (vIGA-AD=0)

of 3 (moderate).

transcription factor. This leads to the downregulation Prohibited concomitant medications (and washout periods prior to baseline) include monoclonal antibody products approved for AD (4 monts), years with a baseline Peak Pruritus — Response: Proportion of patients who enter the trial with
nonftoplcal cortlcosf[ermds or mmu_nosuppressants (28 days), and topical PDE4 inhibitors, tacrolimus ointment, pimecrolimus cream, medium- — Numeric Ratlng Scale (PP_N RS) . |
Of IﬂﬂammatOI’y Thz CytOklﬂeS (IﬂC|udIﬂg Iﬂtel’|eLJ|<Iﬂ ”_] '4, CQSX?EQ%??E%ZZD;;?3((2%?8,@3ij;refjoﬁ:vt:srtgggtl?g?gsa)ﬂ Assessment for Atopic Dermatitis™; PDE4, phosphodiesterase-4; QD, once dalily; chre _24: Whﬁ aggelql/gszll'pomt d VlGA‘ADZZ (m||d) aﬂd aCh|eve d VlGA‘AD Of O (C|eal’) or
. . . . . . R, randomized. reduction in the PP-
IL-5 and [L-13), increase in expression of skin barrier proteins o _ . _ almost clear (1)
_ | o | | | | Statistical Analysis Safety and Tolerability Endpoints
related to keratlﬂocyte differentiation, |ﬂC|UdIﬂg f||aggr|n, ]lcffﬂcacy enddpointg af|’1a|yze((j:l from the irten(’;i%n-to(-jtreat r(]ITT) ]f)opulati()? usingdrr}ultizle imrl)utation ![ﬂCiCseﬂCet, frequencty adnd nature Of[ — Durability of response (absence of tachyphylaxis on
. : : S 610 ([ or missing data. Safety endpoints analyzed based on the safety population, defined as a reatment-emergent adverse events _ _
loricrin, and involucrin, and antioxidant activity (Flgure 1) randomized subjects who receive at least 1 application of study drug and serious adverse events therapy): Maintenance of efflcacy on treatment
. . - . . - For categorical endpoints, P-values for differences between tapinarof cream 1% QD and vehicle Laboratory values, vital signs, and _ | _ |
Figure 1. Potential Mechanisms of Action of Tapinarof in calculated using Cochran-Mantel-Haenszel analysis and stratified by baseline vIGA-AD score and electrocardiograms Efficacy endpoints will be based on the ITT population
Atopic Dermatitis age group. P-values for continuous variables calculated using analysis of covariance, with baseline Patient- and investigator-assessed : : :
P vVIGA-AD score and age group as covariates and baseline value as a continuous covariate local tolerability using observed case and last observation carried forward
S ADORING analyses. Safety endpoint analysis will be based on the
Tapinarof < rial Design: 3 -
e X ~ 9 ITT population
By ADORING 3 Is a long-term, open-label, multicenter extension trial to evaluate the long-term safety and
Oxidative Skin Barrier
\ & stress Dommalization efficacy of tapinarof 1% QD in patients with AD (Figure 3) CONCLUSIONS

Eligible patients completing ADORING 1, ADORING 2, or the Maximal Use Pharmacokinetics trial can : : . . : :
S EEE | ADORING This comprehensive Phase 3 clinical trial program will
4 = ehronin 3 assess the efficacy, safety, tolerability, durability, and
e .. ‘g,ﬂa:!mm B nvionigan A St Barrer In addition, approximately 125 pediatric patients (aged 2 to <18 years) can enroll directly in ADORING potential remittive effect of tapinarof cream 1% QD
(L4, 15, 1-13)  Response®'s T (lagarin, lorcrin 3 It they had a vIGA-AD score of >3 (moderate) and %BSA affected >40% at screening and baseline for the treatment of moderate to severe AD in patients
(pre-randomization), or patients with a viIGA-AD score of 2 (mild) at screening and baseline (pre- down to 2 years of age
| Nrf2 randomization) regardless of % BSA affected, and were thus not eligible for participation in the ADORING
ARNT ) Pathway _ _
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Tapinarof cream 1% once daily (QD) demonstrated Re-start

- g Stop treatment 12. Paller A, et al. J Am Acad Dermatol. 2021:84:632-638.
significant efficacy versus vehicle at 12 weeks and was - ) __treatment
well tolerated in adolescents and adults with moderate to : o8 additional nat \ A v ACKNOWLEDGMENTS
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severe AD in a Phase 2b trial (NCT02564055). Efficacy was aged 2 to <18 years Tapinarof 1% QD The ADORING clinical program is funded by Dermavant Sciences, Inc. L.F.E. has
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' affected =40% at screening and baseline (pre-randomization), or patients with a vIGA-AD score of 2 (mild) at screening and baseline (pre-randomization) regardless of %BSA affected, who were screened for Biomedicine. Bodewell Boehringer Ingelﬁeim Celg'ene De’rmavarlmt ScienCIeS Inc
- : : : ADORING 1 or 2 but did VIGA-AD and/or BSA requi . : , - , : y
Mmaintenance Of d|Sease ContrOl (a Valldated |nV95t|gator %BSA, perce()r:tageuéodyZ?Jtrgceee;rea;vIGA?Ar\]D,C\)/;Iidate:je?nuvreesr‘;]gez;[tosrGIobaI Assessment for Atopic Dermatitis™; PK, pharmacokinetics; QD, once daily. Dermira, Eli Lilly, Galderma, GlaxoSmithKline, Incyte, Kiniksa, LEO Pharma, Luna,
' i+1aTM _ ™ Menlo, Novartis, Pfizer, RAPT, Regeneron, Sanofi Genzyme. R.B. has served as a
Global Assessment for Atopic Dermatitis™[vIGA-AD™] Figure 3. Trial Design: ADORING 3 consultant/advisory board member/speaker/investigator, and/or receives honoraria/
score of O [clear] or 1 [almost clear]) off therapy”'” grant from Almirall, Amgen, AnaptysBio, Arcutis, Arena Pharma, Aristea, Asana
In ADORING 3, patients will be treated based on their VIGA-AD score: BioSciences, Bausch Health, Bellus Health, Bluefin Biomedicine, Boehringer-

Ingelheim, Bristol-Myers Squibb, CARA, Dermavant Sciences Inc., Eli Lilly, EMD

OBJECTIVE — Patients entering with, or achieving, a VIGA-AD score of 0 (clear) will discontinue treatment and will be ~ S€rono, Escalier, Evidera, Galderma, GSK, Inmagene Bio, Incyte, Janssen, Kiniksa,
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